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REMARKS 

As a result of the foregoing amendments, Claim 5 has been canceled, and Claim 1 has been 
1 amended to include the limitations of canceled Claim 5. Now canceled Claim 5 required that the 
1 cells to be cultured be obtained by surgical resection from a patient. Claim 1 has also been amended 
to recite that the cells obtained by surgical resection arc a mixture of astrocytes and microglial cells 
(as supported by the Specification in the second paragraph of page 2) and that the resected cells are 
dissociated (see Example 1,1, starting on page 21 of the Specification). No new matter has been 
entered by way of these amendments. 

i 

! Claims 14-32 have been withdrawn from further consideration as being drawn to a non- 

elected invention. Accordingly, claims 1 -4 and 6-13 are now being examined. 

; Claims 1-6 and 13 are Not Anticipated 

i Applicants respectfully traverse the rejection of claims 1-6 and 13 under 35 U.S.C, 102(b) 

j as being anticipated by De Groot et al (1 977) "Establishment of Human Adult Astrocyte Cultures 

, Derived from Postmortem Multiple Sclerosis and Control Brain and Spinal Cord Regions: 

j Immunophenotypical and Functional Characterization" J Neuroscience Res. 49:342-54 (hereinafter 

; "De Groot"). De Groot teaches a preliminary step specifically for removing microglial cells from the 

i astrocyte culture, and that step is excluded by amended Claim 1 and all claims which depend from 

| Claim 1 . Accordingly, the claimed process for producing an essentially pure culture of astrocytes is 

i not anticipated by the disclosure of De Groot. 

De Groot teaches a method of isolating a culture of astrocytes, wherein resected spinal cord 
j or brain tissues were mechanically dissociated and then "... to avoid contamination of the astrocyte 
cultures ..." the cell suspension was plated onto uncoated tissue culture flasks and incubated for 2 
hours. "This step allows monocytes/macrophages to adhere to the bottom of the flasks. 
Subsequently, 10 ml of the supernatant containing dissociated [astrocyte] cells and myelin debris was 
plated into [new flasks] De Groot, p. 344, first column. Microglial cells are one type of 
macrophage (see Dorland's Illustrated Dictionary, 27 th Edition - copy of title page and definition of 
macrophage attached). Only after this procedure was the astrocyte-containing supernatant plated on 
flasks to winch the astrocytes could adhere for 48 hours. 

; -6- 
MO 
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In contrast, the instant claims require that the dissociated cells of the resection be incubated 
directly on a flask under conditions enabling attachment of the astrocytes to the flask. Accordingly, 
the instant claims exclude the 2-hour incubation on an untreated flask step taught by De Groot 
specifically for the purpose of removing macrophage, and therefore microglial, cell contaminants. 
For this reason, the instant claims are not anticipated by De Groot under 35 U.S.C. 102 (b). 
Reconsideration and withdrawal of this rejection arc respectfully requested. 

Claims 7-12 are Non-obvious 

Applicants respectfully traverse the rejection of claims 7-12 under 35 U.S.C. 103(a) as being 
unpatentable over De Groot in view of US 5,627,047 and US 5,202,120. Rejected claims 7-12 all 
depend from Claim L As discussed above, De Groot teaches a different step for the removal of 
microglial cell contaminants from the astrocyte culture, and that step is excluded by amended Claim 
1. Since De Groot specifically teaches the instantly excluded step to be necessary for the removal of 
microglial cells, there is no teaching, suggestion or motivation in that reference that would lead one 
of skill in the art of microbiology to exclude the De Groot step and thereby arrive at the instantly 
claimed process. Furthermore, nothing in US 5,627,047 or US 5,202,120 teaches, suggests or 
motivates one of skill in the art to exclude the De Groot step and thereby arrive at the instantly 
claimed process. Accordingly, the combination of De Groot, US 5,627,047 and US 5,202,120 fail to 
teach or suggest the instantly claimed process. Reconsideration and withdrawal of this rejection are 
respectfully requested. 
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macrolide 



m&crOlide (m*Vre~Kd> 1. * ehemicol compound character* 
ized by a large lactone ring containing multiple koto and 
hydroxyl groups. 2. any of & group of antibacterial Antibi- 
otics {e.g : , erythromicin or oleandomycin) containing a mac- 
rolide ring linked glycoaidicalry to one or more sugars. 
Macrolides are produced by certain species ol 5^pCom>c« 
and inhibit, protein Synthesis by binding to the 506 subunita 
ol 70S riboBomes. 

macrolymphocyto (mak/'ro-Hm'/o-ert) a large lympho- 
cyte. 

macro lymphocytosis (roak-ro-Hm"fo-ai-tc'aifl) the pres- 
ence of an increased nmtiber of law lymphocyte*. 

macromaatia (meJt'Vo-mas'te-ah) [macro- 4- Gr. mew to* 
breast ■+• -ia] oversize of the breasts or mammae, 

macrom&Zla ^mak^ro-ma'ze-ah) [macro- + Or. moras breast 
+ -ia] roacromaatLa. 

rjuacromelia (mak"ro-ine'le-ah) enlargement of one or 
more limbs. 

macromelua (mak-rom'c-lus) [macro- + Gr. melos limb] a 
fetus with abnormally luge or long limbs. 

macromere (mak'ro-m*r) [mncro* -r Gr. mtrot part] *one 
ol the large blostomeres formed by unequal cleuvti^e of a 
fertilized ovum, located in the vegetal hemisphere and 
dividing leal rapidly than the mlcromerea of the animal 
hemiaphere. 

nvacxomethod (mak r ro-meth"c<0 a chemical method in* 
which the substance to be analyzed \& used in customary (not 
mioute) Quantity. Cf. microm*thod> 

macromolecular <mak"ro-mo-lek / u-lar) having- large 
molecules; pertaining" to macromolecules. 

macromolecule (malc"ro-mol'e-kul) a very large mole- 
cule having a polymeric chain struct or*, as in proteins, 
polysaccharides, and Other natural and synthetic polymers, 

Macromonas <mak"ro-mo'rLafl) [macro- + Gr. mono* unit, 
from mono* single] a genu« of gram-negative cheroolitho- 
trophic bacteriu of uncertain affiliation, occurring as cylin- 
drical cells that oxidize auliur compounds and contain eulfur 
granules. They are found in freah wate*« with * low o*ygen 
Concentration. The type species ia M. mo'btlw. 

macromotlOCyte) fmak"ro.-.moii'o.Ait) a very large mono- 
cyte. 

xntLcromyeloblast (malc // ro-mi'&-lc)-bIast) a large myelo- 
blast 

macronodulsur (mak"rO-nOd / u-Uu\J choractorizod by large 
nodule*. 

macronortnoblaat (*naJc"ro-nor>mo- blast) a very large 
nucleated red blood corpuscle; mGCrObla«. 

rnacronucleus (niak"ro-nu'kle-UB) (macro- + nucleus) 1. 
the larger of two type* of nuclei when more than one is 
present i n a cell- 2. in cilia te pro to too, the traziecriptively 
active, polyploid nucleus, much larger than the micron u- 
cleus, that governs the organism's vegetative processes and ia 
responsible tor its phenotype. Celled &1&0 m^gOAwefeu** 
trophic nucleus, and trophonucUu* 

xnacronyohla (mairro-mk'e-ah) {macro- -t- Gr. onyx nail + 
-ia] megalonyohia. 

macro-orchictiem (mak-ro-or'ki-dizmj [macro- -f Or. ©rc/ii* 
testicle] abnormal enlargement of the testis. 

xnacropatholoffy (mak"ro%peJi-thol'c~jc) [macro- + pathol- 
ogy] the nonmlCTOttCopic&l pathologic account of any dis- 
ease or organ, 

macrophage (raak'ro-faj) [macro- Gr. phaa>in to cat) 
any Of the many forms of mononuclear phagocytes found in 
tissues. Mononuclear phagocyte* arise from hematopoietic 
stem cells in the bono mftrrOw, After passing through the 
monoblast and promonocyte stages to the monocyte stage, 
they enter the blood, circulating for about 40 hours. They 
then enter tissue* and increase in size, phagocytic activity, 
and lysosomal enzyme content and become macrophages. The 
morphology of macrophages varies among different tissues 
and between normal and pathologic states, and not all 
macrophages can be identified by morphology aionc. How- 
ever, most macrophages are large cells with a round or 
indented nucleus, a well-developed Golgi apparatus, abun- 
dant endocytotic vacuoles, lyaosomea, and phagolysosomes, 
and a plasma membra no covered with ruff fog or microvilli. 
Among the functions of macrophages are nonspecific phago- 
cytosis and pinocytosis, specxlic phagocytosis °f opsonized 
microorganiams mediated by Fc receptors and complement 
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970 macrostereognosia 

je^eptora, killing of ingested microorganisms, digestion 
presentation of antigens to T and B lymphocytel. ^ 
accretion oi a large number ol diverse products, uidu^* 
many enzymes (lysozytne, coUageoases, ela*ta*« t oc : Q x^rj*** 
loses), several complement components and cqaitui r 
factors, some prostaglandin* and leukotrienca, and w^ 1 ! 
regulatory molecules (interferon, interleukln-1). Arnold, 
cells now recognised as macrophages are histiocyte KuLJSl 
cells, osteoclasts, microglial cells, synovial type A Sii 
in terdi^i eating ceils, and Lanfferhana cells (in normal usiuai 
and epithelioid cells and Langerhana-type and tZ 
aign-body-type multinucleated giant cells (i n inflamed t£ 
sues;, alveolar one of the rounded, granular iiofJl 
nuclear phagocytes within the alveoli of the lungs ihst uwnt 
inhaled particulate matter; called also alueofarpaAsocv^fvi 
dust cell armed W«, those capable of inducu^yt^* 
icity as a consequence of antigen-binding by ertophUV 
antibodies on their surfaces or by factors derived from T 
lymphocytes. tbc«el a quiescent, sessile macrcpha« 
similar to a fibroblast in morphology, found in the lyranh 



nodes, spleen, bone marrow, and connective tiaeu* (whers it 
is called a histiocyte), ice* no., an actively motile macro, 
phage, usually having an ameboid shape and highly rufMM 
surface, found at sites of inflanunation. inflammatory 
m. v free m. 

macrophatfocyte (mak"n>fag / o.$it) a phagocyte of rela- 
tively large size. 

macrophatfus (mok-krof'ah-gus) macrophage. 

macropballUSl (mak^ro-fal'us; [macro* + Gr. phalloa actus] 
abnormal largeness of the pania. 

macrophth almia ( mak"r of- th«l'me-ah) [mwro- + Or. cpk- 
zhalmoM eye + -in] abnormsJ enlargement of the eyebaJL 

nxacrophthalmous (mok"rof-thal / mua) having abnor- 
mally large eyes. 

macropla^ia (mak"ro-pla'««-ah) [macro* + Gr. ptosis form- 
ing 4- -ia] excessive growth of a part or tissue. 

macroplsuttift imak^ro-plas'ta-ah) macroplosia. 

nvacro podia (raok"ro-po / dc-ah) [macro- + Gr. pvus foot + 
•ia] excessive size of the feet. 

mifccropoKycyte (mdk"ro-pOl'e-sit) » hypersegrnented pol- 
ymorphonuclear leukocyte of greater than normal *izc. CI. 
jMfycytd. 

msu^roprolac^inoma (maJc' f ro-prO*lak''tl'no i inah) a pro- 
loctin-sccreting pituitary adenoma ol more than 10 mm ta 
diameter and usually associated with serum prolactin levels 
exceeding 500 ng per milliliter. 

m acropromy elocytc tmak^'ro-pro-mi'i-lo-sitl a ▼try 
large promyelocyte. 

xnacroprosopia (m»k"ro-pro-ao / pe-ah) [mow + Gr. pn*o- 
pon face + -ia] axcessire size of the face, 

micropsia (mah-krop'se-ah) [macro- + -opsia] an illusioa 
in which objects are seen as larger than they actually are, 

xnacrorhinia (maVro-rin'e-ah) [macro- + Gr. rhu nose + 
-ia) exoeaaive size of the nose. 

macro&celia (mak"ro-*c'le-ah) Imacro- + Gr. sAtlos leg + 
excessive size of the legs, 

m&croftCople tmak"ro-akop p ili) [macro- + Gr. $kopeln no cx« 
amine] visible with the unuided eye or without the micro- 
scope. 

microscopical (mak ff r<Hskop'e-kal) 1. pertaining to ms- 

croacopy. 2. macroscopic, 
macroscopy (rnah-kroe'ko-ps) examination with the W 

ked eye. 

macroflisrmold tmak"ro-eig*moid) (muCrO- + B\gmo*a] 

normal enlargement of the sigmoid, 
macrosis (mah-kro'sis) [macro- + inc/sase in abe- 

macr osmetic (mak"roa^mat/ik) [macro- Gr- 

•mell] having the sense of emoll strongly or acutely 

rnaCTOBOmatia Unak"r^*o^mm'jhe-dh) [macro + 
body] great bouUy ai*.. m. a<«PO^COl»JJ«^» ^ 
obeae type of premature development probably oepc"»«- 
bypcrfunction of the adrenal cortex. 
xnacrosomia (mak f 'TO-c</me-ah) macTOSomano. __ Jl 
macroapore (mak'ro-spor) [macro- -4- Gr. «poro* seeaj 



tb- 



aoraapore) ( m ak'rO«POr) [macro- 4- Gr. 9 P°^ T ZT^lt, as 
the larger spore form when spores of two si2cS are P"^ 
in certain fungi and protozoa. 2. megBSP 0 **- + 
macraAtercognoaia (oiak^ro -sWre-o-no'fle-oh) [mosrr 
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